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i^m-^m^'^} 206048 
21.000R 

[«^#^] 1 
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[ft*^ 2 ] 
[ft*:* 3 I 

C hMl Lfg'tt=£::i-L. ;^^o, iS^J#^ 4 tcfe^or 5 y TO^J tit?:& < t ^> 7 0 %JSL 
[if:^:^ 4 ] 

im^m 5 ] 

Ko 

[W^:« 6 ] 

^i^t-r-S, iS^:S4JciB«0*°V^-:^^Ko 
[if ^3^71 

n^M<o^V ^-ff - Ko 
[W^^ 8 ] 

[If 9 1 

^^]S4tCsBlKOJK';^y-5^ Ko 

[ft^:^ 10] 

^-}'^fix\^>tj:\,^mm6^iiL<im^&}Kmm-^fitznm. ttzn. ^(DN^^izmu 
^if$Rtr j:oT=i- h'^fLx\,^tj:^.^mms^i>L<iiit^miz^m^Mznmi:m^tz^^. 

[W*:^l 1] 

l^n^;i.^r5:.^^^^ T-b^;v^. if:^^^*. Boc^. ^L<{iF0ioc^ 

<o\,^-rfi-d^<omM^m-r^ :l t ^^t-t^m^m 1 0 mm.<D^'v Ko 

[W^:^ 1 2 1 

ie^J#-i- 6 iizmm(D r^y ^ib^j S:#o u ^ y-f- k„ 

[»^:fi| 1 3 1 

im^m 1 4 1 

[W^:^ 1 5 1 
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iimm 1 6 ] 

im^m 18] 
im^m 1 9 1 
m^m 2 0 ] 

[iS^^ 2 1] 

[tmn2 2] 

2 3 ] 

imi^m 2 4 ] 
umm 2 5 ] 

[it^:^ 2 6 ] 
IW*:^ 2 7 ] 

m^mi Ai}-h 1 9iB«<^^®?5^^=gr#tpJ:^tC^<E^^f^«:^tt?t h7>;^>^x-';^ 

mim 2 8 1 

[W^:^ 2 9 ] 
Ilt^:® 3 0 ] 

[W^:^ 3 1 ] 
[^*]»3 2] 

Mmxg-c#etL7tft&ait?^. m^^2 9 t-f5«<^gt#'S:ffl^>T«ia-r&xs*isx. 

[tt*:^3 3] 

mBwm^m'^. mm. 1 s t 1 9 t^iamo^Km^^b < liw*:® a tciB«o^ 
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itmm 3 4 1 

U ^ K * 3 - Ki" -S) ^ 1/ ^ KSe^iJ in'=>nM^=F ^ #A L ^) <^ * i9 > ®tt ffl 
lf»*]« 3 5 ] 

3 0- 3 4 (DmM^\^%^Wi.(r>jf^^) ^-ff- Y<r>Wi^'n^o 
[fS^^ 3 6 1 

K'-KV^T"-?- K^-g-tf^^K^. Tr i t o nX- 1 1 4 t?^!5iSL:tf*:t^it'CN^«31'S: 
IW*«3 7] 

mimz 81 

[if*:® 3 9] 
IW*« 4 0 1 

It*:® 1 ;6-e> 1 3 0^tL/54c|B^O*°U ^T'f- K^-^tpgc-t/^Ha^^^ia^^Jo 
[it*«4 1] 

Sf*]®l>6^e>l 3c7)#tL;6HriE«(^^';^-/^K*-^<^. h ^) L < l±llj%t::i^#^ tt 
[ft*® 4 2] 

W*:® 1 *^P> 1 3 (O-fSTtL^J^tclB^Oi^^ V ^^-^ K=lr'g•«^«^^ n h ^ L < (±i!jtft-t£#$ 
[if *^ 4 3 1 

li*:®l 9(D^fi^ij-\z^m<oimi^-tfz\t^(n>myy. ^L<{4|f*:®2 0^7^: 

[W*« 4 4 ] 

lt*:®4 3IBa<^E^a^t>)6>^b^*^ t h ^ L < t±Il|i^^ OMifex MIS'J'^n'^, 
[»*:®4 5 1 

It*]® 4 3fB«<^E^j|a^«^:6^'=>^^. t: h^L < {4tt%ffl<^)«im?^tti»ljgli£. ^rtl^ 
[It*:® 4 6 1 

it*]® 2 9 tciBmo^#* /v:{4^#:ifit^i>'5^ < "fc iffi^-^trx ^mM(omm^^ 

O^^.MC hM 1 L 4rffl!l^-t^7ti60^»ffflffifiK!|&o 
[ft*]® 4 7 1 

lt*:®l:d-"b 1 3fB«0*-';^7'^ K^) L < {4-ett t,<^)^y^ Ktc^^prtg^^^l$«:« 
AL/c^T'^ K'^'^tf. It*a4 6|Bm<^^»ffflm^«^o 
[It*]® 4 81 

liiii^^ giip'; c^-v-^, ^j^tiMtPi^. Ste«igov^i*tL;6*<^)3»^<7)^ifiwfflv>sit*]® 

4 6 t/c{±4 7 t::iB«0^ifffia^t»o 
[it*«4 91 

hfL^. It*:® 4 6tt::ii4: 7 l,Zsd.n<omSimfSMmo 
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[0 0 0 1] 
[0 0 0 21 

©l*I;fem<^M«ti7000m^ mi:{4lkg*;g. fc«t>tLT^^i9. #rt<0$) i9) ^^flJ^itc^S- 
[0 0 0 3] 

0 =efeoT. i6«B)!&tw^#:9>«-«^-r'5>JfiLli<^if^«rPl#-rtL{?. ^BJi-WclE^^ (tumor do 
rmancy) K'9kfzfi^\t-fX-^^o Tumor dormancy t^Pi LT^^Folkman?? {4 ^BiBJ3&^^]g^-t 

iCell. 1994 Oct 21 ; 79 (2) : 315-28. . t¥WWXM.2 I Cell. 1997 Jan 24; 88(2) : 2 

77-85.) o ^fLh<DssiLmm^m.mm=^i!)^'^'> :^-^m^m3:^^i,zjgm^-^^ ^ t-^mh-d^ 

: DOT 2001 19. 1005-1024) . m^'^^^'t ^ liZit\,^tz-oX ^ hiT. if^^lfiLlrff^M^J 
[0 0 0 4] 

^W)mmzM^^t&mmt^^i:^K.hfi^o 

[0 0 0 5] 
[0 0 0 6] 

Chondromodulin-I (ChM-I) {4. $fc#H:i¥^Ei-'?>JflLWff^MH^t L-Ct^ 
ibtL-CV>S (*#W^:S:it4 : J Biol Chem. 1997 Dec 19 ; 272 (51) : 32419-26) o ChMlUi. 

cm-iti^mii^^ir^im<Dmnm^>^-^i^MtLx^M.^fifz iwm^:scm5 :Bioch 

em Biophys Res Commun. 2001 Feb 2;280(4) : 1101-6. #f^S:SRl : W00123557) o ChMlL 

am. m^^j:t:<Dmmm^w^iz^^&}i^^^i'^^^^-^'^*)^ :ifih<DW^^<Dssa.^ 

mXimmLX\^>^ t^x.hfl^ (#ii^:fcilt2 :W00153344. ^^t^^jtite iDevDyn. 20 

01 May;221(l):72-80x : Biochem Biophys Res Commun. 2001 Feb 9;280(5) 
: 1323-7) o 

[0 0 0 7] 
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ij-5^=^h\^xm'^X^^hm^hi'L:ho tit. ChMlL<^®ttiSr$im-t^C fct^ J: <9M^ 
[0 0 0 8] 

[0 0 0 9] 

m^it. Tumor necrosis factor- a (TNF-a) mmomMM^ ^^^^ Mt LX^ 
mMM^y^'^^MtVXi>m^'t^Tf)'^. TNF-a converting enzyme* fc'c^T'n-r 

M-Ili. IIMOj^^'>>'^•^'^t^t^*i■^^^ furin*^0-7'nxT--lf/6«M^I^-t-&^^ h ( 
RERR) T'T'n -fe > i5^=J:^ It TC^iil (73120 T 5 7 mmm^^i''^t-£^^f^^ ^ t h fLX 
i^S^VfX^S : J Biol Chem. 1997 Dec 19 ; 272 (51) : 32419-26. > 0^WXWi9 : J 
Biol Chem. 2001 Jun 29 ; 276 (26) : 23632-8) o ChMlUi, CM-l b ^m^^ ^ ir ^H^. ChM- 
K^id'fcJftllfi^J^rnT-T— lfMlife-9--r Ki*<, JliS®i5' ^^'^tJ'® ^ LTlitg-r;?. 

as$^-c^^i9> ^mm^^y^-^^Mom^ii^^^^ i^wfXMs rwooomos. #w=:fcm4 

: W00029579> ^ff^XM. 5 : W00123557. #11^:5:^ 6 : W00148203> mff^XM 7 I W00153344 
s ^^fi^rfci^l 0 iBiochem Biophys Res Commun. 2001 Feb 2; 280(4) : 1101-6. ^ 
XMl 1 : Dev Dyn. 2001 May;22l(l) : 72-80. . ^l^f^XH^l 2 I Biochem Biophys Res C 
ommun. 2001 Feb 9:280(5) : 1323-7. ) o ChMlL<^jflLl=ff^ffl*fpffl{iKtw^'g-^ tLTV>;S. 
^(D^'^V^ 4 Z^itCm-It:^m^j:n^'^Xi:mKi^MLfzi>(DX'^y) . ^r^f^SChMlL 

[0 0 10] 

muf^^^o -mmKii. >'^*^'T•';Tm. ^K±m^^m^^fz^m.Wiitj:M:^^'->^x(o^ 

• nrtgT-^^o Li)^L^j:-d^h. M^^mMt Lx:kmmf)mm^iS' ^^'^i' M^^tf^xi^^ 
^^L^i-v^i t;6^*^o M'§m±m^mtLxmmu.mm-m^fi'X\^^zj:-> V 

mi 3 iCell. 1997 Jan 24 ; 88 (2) : 277-85. ) . S«-e'b5fc.S.i£**^W$tLTV^;& (#fi^ 
Xm.8 : #^2002-504494) o 
[0 0 11] 
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^ Chinese hamster ovary (CHO) mm.X-^m^'ttzl^^^ ^-Ri^^^^^-T ^fzisb^^m.m 

•b^'Z^^-x^h^. iK&<Di^y^'i^n^n^^ti)mmx-^':>fz 4 :j Biol c 

hem. 2001 Jun 29 ; 276 (26) : 23632-8) o ChM-I*:fc:MT'#&31$-fr, :fe»<^;5' 

$nTV>^ (#^#^:Stmi 5 : ^25111 02^:9^^«^^2P-O2O6) o ChMlL{iC0S7»cO:^ 

^ ^05l^»{i®<. ChM-Itlwi;mic^«'»^=^?F^^tTi3!9. :;^fi(^^ v^^n'^SC^tW* - 
h\tX%t£\> 9 : WOOI23557) o ChM-I l^^t tCChlllL IrT^mffi-C'^^ ^^hh 

§tA#*ML. i < v^)6-;fev>i^^$tL-cv^s (#^#fi^:fcmi 6 :^25I1B* 

^^^j^^^2P-0770) o i<^i9 'feWS^^^'b. ChMlL=&;^Mtr:^#tC-^^. mm-f^^ 

[0 0 12] 

1 ] W001/23557-^^N-> -7 U y V 

2 1 W001/53344-^/^°>' 7 h 
[S^^Xm. 3 ] WOOO/12708-t^'? yyUy Y 

1 W000/29579-t^-«>' yUy V 
mVi'XM. 5 ] W001/23557^^^• yyuy Y 
I'WWf'XM. 6 1 W001/48203-t^^°>' -7 1^ y V 
lWff:XM. 7 ] W001/53344-^>N° yyUy Y 
mff:SCllkS} #^2002-504494-^'&# 
{S^WXM. 9 ] W001/23557-^/N° yyVy V 
[##^:ticll Cell. 1994 Oct 21 ; 79 (2) : 315-28 
i^WWf'X^2] Cell. 1997 Jan 24; 88 (2): 277-85 
iWFWWXmS] DDT 2001 19, 1005-1024 
IW^ff'XMi] J Biol Chem. 1997 Dec 19:272(51) : 32419-26 
i^^ffX-MiS ] Biochem Biophys Res Commun. 2001 Feb 2 ; 280 (4) : 1101-6 
IWWWXHk&l Dev Dyn. 2001 May;22l(l) : 72-80 

WWffX^T l Biochem Biophys Res Commun. 2001 Feb 9:280(5) : 1323-7 
[$¥^WXU8] J Biol Chem. 1997 Dec 19:272(51) : 32419-26 
W^Wf'XUdl J Biol Chem. 2001 Jun 29 ; 276 (26) : 23632-8 
h^^WXMl 0] Biochem Biophys Res Commun. 2001 Feb 2:280(4) : 1101-6 
iW^WXMl 11 Dev Dyn. 2001 May:22l(l) : 72-80 

l^^Wf'XWil 21 Biochem Biophys Res Commun. 2001 Feb 9:280(5) : 1323-7 
[f^^WXUl 31 Cell. 1997 Jan 24 : 88 (2) : 277-85 
l^^Wf'X.M.l 41 J Biol Chem. 2001 Jun 29:276(26) : 23632-8 
m^WfXm. 1 5 1 ^25111 B :^^^^^^^2P-0206 
mmW^Xm l e l ^25® B:*:^^Jgf^^2P-0770 

[0 0 131 

mMn^^mhiii-K-t^^tx^^o ^hK. m.mK.cmiL<D^y^-^^K<7y±&mmm^m 
siL. ^<D^^<Dmmm^^mir^^tx^^o ^hiz^ m.^^QMiL^y^-^i>9.^skm 
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[KM =^ m^-t i>tztb<D^m 

[0 0 141 

2) chMi L^&te^^L. /{(-o, mm^4i,zum<^T^ y'mmm(7)i^L<iimm<7)T 

7^^ Ko 

3) ChMl LMtt'Sr^U. @E^J#-t 4 tCiBm<^T 5 ^'mSB^O < t ^> 7 0%^ 
MOT ^ ym^L < ii^'} ^-^^^ KWJnt/iJKV^'/^ Ko 

5) ^N*5Stw#jbnL/cT5ym^L<{±*°U^-?'^K7&«, p(^:t->'^> L< t±-?-ON* 
Ko 

#m t -r ^ s ±iB4) lamco u ^ ^-^ Ko 
«(o*°u^y^Ko 

±ie4){;|S«<7)5}f U^T"^ Ko 

±.fa4)jcia«co.i^v^-/^ Ko 
^^mmz. i o r n - K tLT v^^3gfi<j ^ L < mm-m ^ fitzm^^m^ ti^ 

11) M<5i=-1f^t3J;oT=r- K$tLTV^>5;V^^*fi<j^> L < {i'fb^a<)l-'|^fti$ 

12) is^j#-^ 6 KmwL(OT ^ymMm^n-^^v ^-/^ Ko 

13) @B^j#^ 8 iizmrno T 5 y mia^j Ko 

14) ±fai)>e>^^i3) \z.%m.<r>if^^)^':r^ y^^-y-^^^^v-^^ KiE^j=^^o>^^^^^o 

15) i2^JlF^ 4 tCfam<OT 5 y mia^J =^:3-K1-^^^'^:r^ KSS^J ^ ^> o;^m:9'^=-o 

16) gB^J#-^3 JC^m<^J? i/Vi^^ Kie^J«rifo^m^o 

17) @a^j#-i- 3 frciamo^ ^v^^ rmw^^m^^^ommi^T. y v i^^u -yhtj:^ 
i^T-^^^-(y} :J^-rxL. :d>ochMiLa^ii-;t-r-s*°';^y-?- K^3- K-r-s^^ 

K@B^J^«Fo;K^^^o 

18) BB3?iJ#-i- 5 liK«cO^ ^Uir^ h'mmi:^ o^il^o 

19) i2??iJ#-^ 7 KUno^ i^U-^^ K@e^J=S: ^>o:^^^^„ 

20) ±iei4) i)^ h 19) (^-fpTtL^J^ mno^m^"^ i:^tf^^^-o 
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2A)m^mmM^'^'^^^^^ ±ib23) tciaa^^^^^^^^o 

26) ^H=£iB)!a75*lii?L«jffllJ!&-e* * , ±1523) J^IBm<^)5^S©m#o 

27) ±IBl4);6-^19)|Bm<^^m^^*'^tr J: ^ l::m<ST-^f^*^ltfc Y > 7.^J j^=. y ^ 

28) SXitfSiF>6^'l&m ±IB27) IBm^T) h 7 ^ v ^ - ^ Miji^o 

29) @fi^J#^ 4 iBia(^ T 5 mHB^J o V T'f - K t fS-^l" ^ * it^^Wf)i 

30) ±fS22) h 26) O^pf tL^S^ icfam U/^?^®tem#=Sr^«1- ^ Xfl. $ ttfc *° U ^ 7" 

^ K ^ la w -2. xs =^ >ti- ^ #m t -r ^ . ±iBi) ~ 13) (^^^^^ ta«c<^ *° u ^ -/-^ K 

31) milIJlXX5gtc. mM^mmi^mm.^^>''-^^M^^M^^Tx-mmir:hxmt^;^:^ 

32) ^ttffixs-e# ^ ^ . ±ie29) i<zmm.<Dm.i^^M^^xmuir ^ jim^m ^ ^ 

33) m?^K^^#:&«. ±IB18t /ctil9trfB«<^^m^T'^b < ti±ia6) ^7° 
31) lc|B«0.i^° U ^-fi- F«D^3t:&&o 

34) ^?^K^si^7&^ ±^iB)tfzm9)Kmm.<Dmm»=^. ^L<{4jiiB7)icfam<^^u 

31) t::|B«(^>J^°'; ^"/f- Fom3t:^^o 
0)~34)O'(BrtL;6^l-IBIic<^*°V'^':^-^ KOmit:&feo 

36) K5j^°U^y^F^'^tf^^£^. T r i t o nX- 1 1 A xmMX^fzmz'^'L-^m^'^ 

^no^h\z^ y)%mmn^u^^hiLm.^^tx. ±M^o)i)^h^^)(Dmf^i)-^^z%m.(o^-f 

37) -t'<t:oX®S: p H8.056-Pj8.5<^^Slwp|iUTff ^ - t ±|B30):6-^ 

36) wtt:5nrfB®(Z)5K'; F<^M^t:^feo 

38) ±fBl) h 13) tClB® <^ 5}^° V ^ y ^ F ^-^tf S^Mtfo 

39) ±IB1) iJ^ h 13) <^'|pia;&^icfB|^(^).i^° V F ^r-^tf jflLl=ff^^$lJ^Jo 

40) ±IBl)7&^e.l3)O'fprtL^twfBm<^'}*U '^T'-^ F«r^tf|!l^#«BS&3^ioEa*^Jo 

41) ±iai)>6^<bl3)OMtL>&-t-i5«<^'i^°U^yf' Y^^^. ^ y ii V < itW}^\,z^^-^fi^ 

42) JifBl)>&^ibl3)(^'fiirtL;i^riBm(OJ^°';^-/f- F^Sr-^^, ^ V ii V < titWj^iz^^^fi^h 

43) ±mU)ip(bl9)(Disifi-6^zmm.<Dmm^tfzii^<Dm)^. ^L< ti±IB20)* /c:l±2l) 

46)±IB29)frc|smogL#:t/v:{±St#®f>t*i!'^^< iS^^tf^ ^i^#<^'f^fl£^^'t'0 

miE# 2004-3105709 
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Lfz^-f^y^^tt, ±ie46)fBm<^t^ifffla«o 
6) ^ fziui) i<zmm(Dmmmm.mmo 

[0 0 151 

/ ^ ® <^ mi* ^mtLLfZo m^tX-iz m^(D ih h ChMlLO S^IFiffi (±ChM-I i: *i |W| 

i\T.m\z^m\^tzmm ^m^^^xmrn^^ixx^y) (wo 01/23557. invest op 

hthalmol Vis Sci. 2003 May ;44 (5) : 1814-23) . ^mm^z:^^-f ^^UmzmiL(Dm^n 

m\t:^^m\zx. 0 i,t]^tbxo^mztj:^tzo m^t-a-McDiJ' >^^°^^Rf±a'i•j^7^c'l±or 5 
^^miizi3\^^xii^mm(DcmiL(Dm7ti:mmL. ^m^iz^^^w-fb^^mizas^rj: 

[0 0 16] 

mKL. mMx.cmiL^>^^^ni:mmsi,tLxm^i-^^t^-^mizLfzo 

[0 0 17] 

^mskm^mtziZX^^ rjHWff^ (angiogenesis) J tx^^^mWiif)^. m<omiz ■ ^WS- 

^li. {i)!!sLm&!&mt^<Dmmommff\--^yvy^:=^<7)msp^j:tizx^m^t. (2) 

JflLifl*I&»<^^^. (3) lSa.m\^&mm<Dmm. (4) l^^Oj^gg; (capillary tube f 
omation) ^ ;^ x y 'T'?: i: * Cl t ib tLTV^<S „ ^M-E^fl-C^ L;^c J: -9 tcChMlLfi. 

±IB<^ (1) ~ (4) <Di--<x<o:^7-y:^im.m-r^^tmMh7!f^i,ztj:^tz, ta&oT. Ch 

xmmx^^htm^hti^o 

[0 0 18] 

>9. ChMimm#.M?^^?r?P$lJ1--2>^,h;5>*5g?)56^CJ5:o;^:^: t;6>ib. ChMlUi ^ tL ib (^5^ 
[0 0 191 

^g-^-eab'&.r i::6niC*i)Tgge./5-tr^i9. ±m<Dm>^ ^j:mB.izH-r ^^mmt^j: 

ti)mhi)^t^otzo Wiz^ mmv '^•^^^'W^^^<ommi>z^\^^xii^ ^(omM<^mf 
\^m^%m-r^tz^<om.&(DM-m\ 

[0 0 2 01 

miE#2 004-3105709 
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-g^i- ^ o - - T'ChMlL^s^4 liskmm&mm^ (wooi/023557) ^ l < ^trntz i^rz 

is T {i @£^ij#-i- 4 ^ L 7t ^tsK^MChMlL ^ n - Ki" ^ «fe^^IS^J <D5' ^^K^^t 
[0 0 2 2] 

(WOOI/023557) &.^<D U ^ 7°^ Fi3 J: t;'^=jim^^{4> ChMlLO T ^ ^ miB^J ^> L < Ji^ 

i -cab ^ o t X {f SE^J#-i- A^H XJPWM^^ 3 L/. t h ^S-^^MOMILT 5 7 miS 
^Ji3 J: yT)NAm^IS^J*ffl V>TNCBI<^BLAST-9— -5^5:^1 ^ tlSv^>f=B|Ilte=£r7r:-r^?-i: LTli 

h m^oChMiLIS^j5&^# lb tt^ 7&^ ffi ^ 7"- ^- ^ ^ T ;v =^1; X A ^ <^ 1 J; 
MChMlLOSit ^;Lh\zi.oX X^^^m tcChMlLfS14=S: ^1-^ 'Sr^i" ^ t ^^"T 

ABf>t#0}fX$tL/;'7'7X5 K^^^'tJ'-^) L< ^i7r~y^^^^^-*:^liF®^<^^i^^- 
®f it «r 32P'5: if "C^gllil L T-^^ L 3t ^ n - ^ * L fc^S^ ^ ^ W 'J -f - a 

t<7)zn^-h<oictB-r^um.i^^^-:^mmi>L<iiyT~i^^u-y^nMi-x^mLfz 
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A^^-T'y V --e<^^^^ y^•^f-->3 y \,z x ^ u - y (OM^^-fy ^ 
[0 0 2 3] 

[0 0 2 4] 

^L;t?^-e<^s}?U^>^^ K=Jrf^^-t'2>C: t76«Brtg-e*;2)o t.fz^<D-nmh LTJisS^S^M 

/N — v ✓'^Bioconjugate techniques, Academic Press) t'<2r^n<?5;^S'C^Mi"^ 
i tT&*^nTtgT'*-2.o L-Cti, mgsmOM\L<DW.m'^m^X±.(O^W:\^fz\^^^'-^ 

< \t»mm T y ^ r ^ tm^L fz^X^m ^^^^tliZHo TChMlL^g-^ 

i:m-Mii'^mx^^^x-sm't^^ti>-^mxh^o •^^ly'^yy^^^it^y^'^i^^t 
<r>m^s^y^'^^^\^^^^x\tikimm.^M^-t^^i^^^i^^x. tz^^um. r u 7 ^ 
T^y r ^-'^h<Dm^i^y^-^^9.\z^^>xk±mwnt^<Dm9.^w.'!^^'^^^^'^^'^<>'^ 
^c^^-fe • ^%%\.<kt'^^(D^m.^\im-f^^t\izii<>x^fLh(o^'k^y^^'>n<D 
#«^^m-c§<2.o ^(om^. :LKh(om'td^y'^'ii^nitm^^m.QmL^^tsyt°')^-:f^ 

KSrn- Ki-^at^^@e^J<05' L < « 3 ' Wm\'. y y Y^^1k%^ y ^ 

$ii:-5> i i: J; o T^#1-S ^ t H^^mx^^ho 
[0 0 2 51 

^-^^ -IfLys-C (EC 3. 4. 21 . 50) X^Wf ^ ^ tiz X <^X^<D') i^y m^C^m^xm M 

Lxmm-r^b^tizi^iX. ^^6:.MChMiLis^jsr-^tfgi5^605h°u^y^ K^igjRi-sc: ^ 

[0 0 2 6] 

^ fz. mo^mmcmiL(Dj^m t i^xa. ^^m.^m^ l < iimi^^m.^k.miz x ^ 
x^m^fifz^mmcmiL^^nLtzm'. ^(Dm^k^tmrn-r^^t^^nt^x^^ho mm 
mziiz^LfzXo izmm.mm^x^&mcmimm^^mxLxmm^^. ^(d^^hs.^ x. 

■t^hi^^hiLX\f^:ha :L(D^ti!-h'Z^^\z^^yix^mMcm\L^=f-<om.'^^wm^^^^ 
m^fzi^m<o^^my*^^^t^-^mxi)^o ^<ox ^ ^^^*#^:^^<^— hx^i 
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ulfo-NHS-Acetate^iETlci^^T'^S-f-^ ^ t J: oTN*^:d*^T-b^Mk$n^c^:/^ K 
[0 0 2 7] 

ChMlL^ y^-^^M<7)^mRl/mmt ChMlLitfS^J&^^^mf -e|§m-e § ^«x.#DN 
A=£rf^$aL. ift=£r?g^micSXLr5^H^^L. ?^®^m#iS:J@«1-S ^ i «5 fir 

[0 0 2 8] 
[0 0 2 9] 
[0 0 3 0] 

^-tLxamK.l:£. SV40<7)|0^yn*-^-^r'f^:ft^pSV2dhfr (Mol. Cell. Bio 
1., 854, 1981) . pcDNA3.1(+) (Invitrogentt) ^tfpCAGGS (Gene, 108, 193-200. 1991 

) ^im^x^^o 

[0 0 3 1 ] 
10 0 3 2] 

m^itmm^x^m-^^^^tLxii^mm57-i59AS9^^m.K%zm.^fifz r^^'+'-e 
(D^y^-^^n<^^m} a^mifhfi. mAmm^xmm^^^MtLximmmo-sim-^ 
^mi^mm^fLti mmx.^^^s^u^^ ^-(^mm^ i)^mfhti. m%mw} 
mmm^xmm^'t^hw^t Lximm^2—nii9B^^mi^mm^fLti m^i^^m^o^ 

[0 0 3 3] 

mP^Xii^^Ln^o l?iJx.{^^ ±mm^tLX<Dizm'miiEcherichia coli Km^*«J: 
<m^^hfL. ^^'$^-tVXiiviSR322JSLXr-fr<0^^^^^~i!)'^X<m^^hfi^t^. ^fih 

^ -xmrny^Y-T. (lac) . ■xm'mtrp^<D-:ru^~ -ifimfh^^ti^^KhKm.^'^ 

%i<DX^^o 
[0 0 3 4] 

(OS^^^rd - t755-e#<2>o ^(Di:^^j:W.nii. ChMlLa<£^<^^^@e^JX(i-et^*«=i - 

i}m.^^LX^^ti!}^X^^o ^<OX^^j:^l^mit. ^ ^^^h(Dy3m (Itakura 

et al. Science 198, 1059, 1977) ^ hXTK^ U7 h<D:^m (Crea et al, Proc. Natl. 
Acad. Sci. USA 75, 5765, 1978) iZ^^X^ d ^ tif^X ^ :h o ^^X. ^ftmii<^li^M 
mLfzMmmm. i.Xf^ ^ Ji^:^\zm.^^fL^^<ox\ittj:\,>^ 

[0 0 3 5] 

mtE#2 004-3105709 
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[0 0 3 6] 

^S-St^^ftC irll] , 1175-1259M. ^1JIS^1>S1J^ 1980^6^2301*3* 

^tt^:^^b^IWIA^^T : Biochemistry, 25(25), 8274-8277 (1986); Eur. J. Biochem. , 
163. 313-321 (1987)^#BB]m; 19^^, m^X^ho t LTfi, ^m\^^tm^ 

^'yy^-. ry^-T-^-i^^-^Y^yy^-. n-^ ^ £*7-7 ^ - (hplc) 

ttif^flxtf^ 5J?V t:;<.^':^>^^^ (His^'i/^ Sisk et al, J. Virol. 68, 766, 1994) 
OTLAG^iJ^ (Hopp et al. Biotechnology 6, 1204-1210, 1988) Ifimifhii^ho ^KhO 

[0 0 3 7] 

o Y^m'i5\i^xm^^hMT^ JW-fOaT 5 > tiii'irtBoc^-^Fmoc^-e'(5^M$ tL 

y5|cJgtrli^e<l^L< ti'ffc^S<Ji:it?n^^;v^ 5 vm-^T-fe^^v^^j L < (± ^ 

[0 0 3 8] 

^Mf^achMiL^ >^^•^5'g^cM•t'^.^#^{i. # • Mip^m<^^Kf • x^m^^m^^^ ^t-b^x 

[0 0 3 9] 

mmt. sKU ibSvMi^y n-'^-;wgL'($: (Mil stein C, et. al.. 1983 

, Nature 305(5934) :537-40)-C*'&^t>65-e^ So f^flxtf. OMlUzn-t ^ ^ V i^ n - -T 

j^mmt. i^m^mi^i^fzmfimmfoiULm^i^hm^-t^^tib^x^^ho cmiuzn-r^ 

tBiE# 2004-3105709 
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[0 0 4 0] 
[0 0 4 1] 

i^o ^fe^l-^t&i^i: L-Cti> -^-9-4^, 'Y^, -^v, A ;^ ^ - jfe 

[0 0 4 2] 

10 0 4 3] 

^t^fijT-efe^o tfzQmiL^y^'^^9.^^isL^'^mmmz^m^fix\j>K\t^ mkm<DiSsL 

[0 0 4 4] 

[0 0 4 5] 

MM^j:%nmzmM<tLx^< zt^x^^o tfz:^§tm<7)m.mii. mm^i^<Dmi,z, ^ 
^'^^^i>Z'Bm^j:mm^j:mmtm.^^i^^xmmm^y h tir;b:Lti>x^^o h 
^m^-r&^t:d^x^^mm^j:mmt lxh. ^m^^i^mM^^m.-r^tztt)<Dmmm 

HSLLtzt^^^mU'^^ifhfl^o ^flh'Dm^it'Z^WiZiBCX^tbU^LX^ < ^tiiX^ 
[0 0 4 6] 

mBRz^xmiL<Dm^-dmm^^\'^iijuMLfzmB.. m^im. mmv '^^^Rvm^iiz 

Si^^^^1-m#t;i3V>T, ChMlLt^ >/N°^R^^mo±#^> L< tiffiTJi, -?-<^^^^tO 
IE @ ^^Mii^-C^ * rT 16^75*;^ v> i t =^ ^ L T o 
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$ lb 3i^T ^) L < L T v> -6 or tfettTi*^ v> ^ t ^ TP L -C * o 

o 

[0 0 4 9] 

If/^uzM^^f^mm^t. :^^mo,^^v ""^^'^'^E^ "^.ISiS? t^t^l? 
«^^^-r^-t7&-^-ei=;&o ^mn^^ii. ^rmm. mmumn. ^m^^i^mu ^ 

i^^Tiekifel^Ot^iSV^T. #^'flp{±#l-59^*^=&^"K'?- rWolecular CloningJ (S 
ambrook, J.. Fritsch. E.F. ^ J: mjaniatis. T.^. ^^11^ "tJ^L^i^^^S J 

:hm^^^\ti^w.^^<^n^^^^^':^xm.m vtzo 

[0 0 5 61 

1 ] ^^g^MChMlL^' >J^i^n<0^^ 
<^m> HbChMlL (T 5^^1-317) <^C*^^rFLAG^^*-11l^L7t^>/^•i^®S:=' 
-K-r-ScDNA (g2^J#-^l) =S:PCR&t::i«9li'Pil-^ pCAGGS-? - (Gene. 108. 193-20 
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0, 1991) Ki^u~=.y:^Lfz (pCAGGS-hChMlL-FLAG) o ^> 2is:^Mf!lt?JE-<^FLAGi5' 

(Sigma) tii. 87 5 ym-A^h^^m7i<.^(D-7-i7~^:f^V (Asp Tyr Lys Asp Asp As 
p Asp Lys) T'^<i>o '}yi^y:^^hr^>-fy7.^M (Life technologies) 'Srffiv^T. U 
pCAGGS:^ WAGGS-hChMlL-FLAG^C()S7«llJ3aS.r>'293TaJ!at' V 7 7 ^ 

-X (Sigma) ■e^&^g^tPt^fi'o/io ^mtmk<D'^yf}^il5%r?l^X-SdS-?AGE (sodium 
dodecyl su 1 fat e-polyacryl amide gel electrophoresis) 'Sr^fv^^ — hn-fe;vn— 

h 9 7 T - L/io — ^!fe*iL#{igLChMlLj}^ >; ^ n (Biochem Biophys Res C 

ommun. 2001 Feb 2 ; 280 (4) : 1101-6. ) ^ z:^^©b#f±horseradish peroxdase"e^ft$ tLTt 
^^"^^l^^it (Dako) *fflv>, ECLplus|i^l!l (Amersham pharmacia biotech) twJ:>9l| 

[0 0 5 7] 

<^:^> m 1 tC:^^,MChMlLOWestern blotfei^ J: 19 l^ffi L^^* tr^l" {V-yi 
IpCAGGS (C0S7ifflfla) . : pCAGGS-ChMlL-FLAG (C0S7|fflfla) . : pCAGGS 

(293T|fflJ3&) . V->4 : pCAGGS-ChMlL-FLAG (293?^^^) ) o pCAGGS-ChMlL-FLAG^ h 7 

10 0 5 8] 

[^MfiJ 2 ] 5^-?^f.MChMlL(75 T 5 / mSB^J O^;^^ 
<:^-&> V >}^-7^i^ b T 5 >'7'7;^|*^ (Life technologies) =Srffiv>T. Mp°pS^BJ 
#t::t^fev>, pCAGGS-hChMlL-FLAG^^293T«tC h ^48B#Kf^ii:^«±?t 

^mUl^fZo mUiGmrifu-:^ (Slgmatfc) «rfflv>-c, T "7 ^ x >f - * 7 A Sr-fl^SSl L 
s :^*±?f vAlCTT'^'f L/Co 25mM Tris-HCl, ISOmM NaCl (pH7.4) -e*7A^?5fe 
O.IM ^-'UvV-HCl (pH3.5) =^fflV^rv#tBL. 1/20#*<^1M Tris-HCl (pH9. 5) ^ 
fflV^T^tliTK^'t'^Lyio ?#tB?ei=Sr.ffiv%t:i5%<>';Ut?SDS-PAGE=Sr^TV>. Sequi-BlotTM PVDF 
M (Bio-Rad) h 7 7 r - L/cf^. GelCode Bluestain reagent (Pierce) t^lfe-fet 
fco l-HSkDa*^/^^ K=£-gJ ai pyroglutamate aminopeptidase (Takara) -e^atSLTt 

[0 0 5 9] 

<^:^> :9'^>MChMlL<^3it^3t^<^#Iii^T?SDS-PAGE=Sr||*&Lx GelCode Bluestain r 
eagent (Pierce) -^^"^LtzmW:^ (A) iZ^t (^->1 : ^«_Ltt> V->2 : 7 
A^®i9iij:9-. v->'3 :^5feitli^. i^-^^ 4-li : ^ffiM^) o :^ y ^i)-h<Dmthm^ 
Kii. mi5]d)a<D^>^^^S:Tf)^^^-t^^tT!)mh7b^t^j:^tzo 15kDa<^/N'>' F=Sr^O «9 Hi L 

7'n«;/:?>$fLTV>.5 i:#x.e>*t:^c:o pyroglutamate aminopeptidase-C^gkSL/it^, N5k:^ 
75 ymSS^J'^^'tffbfcfci^. ASEEELPi:V^9i5^JT'*^C t75^flJB>gL/Co t^&oT. 
jK^SChMlLti. J^IS-^SChMlL (3177 5 7 M) <^)237#@ e>317#B ^ -e<^817 5 ^ ^ ( 

x-m^^fi^^ti)mmL. N*^<^7 5y@?-e^;&237#i(OiJ^;v^5 ^fi 

}£n^)Udr ^>mizmt^^fiX\f^&:Lt^mhi!)^l,zii^fz (B : ChMlLi:ChM-I(^§jef.^<^ 
[0 0 6 0] 

[^M^^j 3 ] chMiLij' >y^^M<o:kmmx<D^mtmu 
<:^m> \^Y»mmcmiL (75^^237-317) <^N*3gtcy-^:^->. ms^^^xv 

FLAGiJ' i5^;6^iill'^ L 7t ^ ® * n - K-r ^ cDNA (iB^!l## 5 ) =^PCRfe J; ifips p 

ET^ ^ ^ - (Novagen) iZ^ u-=.-y^Ufz (pET-shChMlL) o pET-shChMlL?r :*:J^0Or iga 
mi B (DE3) pLysS (Novagen) izMM^^LfZo ±mm'tLB^m^X im^mL. ^<D— 
135 3 ^F^W^ft L7t^, *^zft;glmMJr ^r-S X -5 tcisopropyl-l-thio-^-D-galactopy 

5000XgXm't'>LXizm'm^^l^ y hitL. 6 M Guanidine, 0.1 M NaH2P04. 0.01 M Tris 
-HCl, pH S-O-CpT^-fb^, ^'C-^SIt-«t *)^^ttlij^*^*L. nickel nitrilotriaceti 
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c T**n-;^ (Qiagen) iJ =7 J^KT -fy ^ \^fZo 9 A =^ 8 M urea, 0.1 M NaH2.P0i, 0.0 
1 M Tris-HCl. pH 8.0-e^^L^ 5 ^y-;WziS=S-^^^ "7 r -"C^ ^ 

kzmW^X^fz^ik. 200 mM-f 5 i5^v*-;^A^9<^^^':x7T-T^m^x.^^'>'^^'i^S^^tBL7to 
mii^^PD-10:* 9 A (Amersham Pharmacia biotech) tCT^^^f L^ 25 mM HEPES, 0.15 
MNaCl, pH8.3i-/N^y ^T-^^L/io «x. tJ' :^/^°^^K^^a4'<^^> K ^ ^v>{i^ Tr 
iton X-114=|-ffli/>-CAida'^0:^S (J. Immunol. Methods. 132, 191-195. 1990) f|5 

^ i -5 t'Triton X-114«:*nx.T, *.±-C30^> 37X:t?10^9-^ >4r j^^- > bJt^^ 2000X 
g> 25'CT'10^P^it'l:^L±^»=^laJRL7to i<5D±?ttC«^mS*n%t^r* J: ^ t::Triton X- 
114=S-iinx.T. ±|2<^^'f'^=S: ^ ^— g^l^^LTto PD-IO:^/ 9 A ^1% sodium deoxycholate 
•^1^Wl.Xi]yJ^n(r>:r.yYY^-yy^m^Vfz'lk. ^'JV^ yy ^ (Pole) -cj:- 

> K h^vVSrP^^L/crBS mM HEPES, 0.15 MNaCl, pH8. 3H«mL/^ffe. ^^x.ChMlL^' 
>yN'i5rg^^=g:r-7'9^ LT^^l^LTV^^Triton X-114^g^* Lt^o ^> K h >'?^J£ 
{i> Limulus amebocyte lysate assay (Biowhittacker) fSO^L^o ^ Hzi^fi 

> bovine serum albtmiin=l:;^ ^ > Ki-d^v^T^ BCA protein assay reagent (Pierce 

) trMSL^^o iii^t/iffimx.ChMlL^J' >'-'^°^'K^15%y;^■eSDS-PAGE*^TV^> GelCode Bl 
uestain reagent (Pierce) T^-feL/wo 



ffli^LTtiamx.ChMlLiJ' >'/>*^g(^SDS-PAGE=l:^i&L. GelCode Bluestain r 
eagent (Pierce) t^^-fe Lfc:*t:^=Sr|l| 3 J'^l" (V-^1 I ^jlTG'fb (- 2 mercaptoetha 
nol) ^ V-yZ : jlTC^fk (+ 2 mercaptoethanol) ) o ffiSS L/vT^J^X-ChMlL^ >>'n°^' ® 
<7)ji V K > ^v>jtE{±5 EU/mL/mg protein*IStr^ I9 . JOlfi{±15-30 mg/L^^-^^c.;^ 
o JifiB<7):&-^tr J: «:S.O^^#:tcS-^prtg^:aJ^;iChMlLi5^>'/N'i5'g=S-:*cS«#i- 
^^ti)^-^m\^^j:'ofzo 
(0 0 6 2] 

[|liSM4] ChM-I^'>'/N*^'||(^:fei&m-eo^Si:M^ 
<:^^> t hChM-I<^N5fe3iti^^:f->, 6?*^cDt:;^^i?> (His^^) ^J:Z>TLA 
Gi5'^76^'i!l'^L/ci5' ^'^N-^S^a- Ki--2,cDNA (ie?iJ#-^7) =S:PCRfetC J; i9 liipi L. pET 
^ ^ ^ - (Novagen) i7 U - =.y if \^fz (pET-shChM-I) o pET-shChM-I ^ i^^^Qr i garni 
B (DE3) pLysS (Novagen) t'?^®te^L^o :^^mS-LB^*'=f 1 Ifeig* L. -eo— SB 

3 ^P^S^^^^Lfc^. :S*l^jftJSlmMtC>& ^ J; 7 I' isopropyl-l-thio-/S-D-galactopyra 
noside=l:»Lt:ffi^x^>^N°^Kc7)^^^f|^^, ^ 4 Bfrel:^* L/io :^«flS=^50 
OOXg-e^.LxL-C^ficMSr^V'y h'fbL> 6 M Guanidine, 0.1 M NaH2P04. 0.01 M Tris-H 
01. pHS.O-eTO'fm^ 5t'C^^^i^;J: •9TOttM^«:m*L. nickel nitrilotriacetic 
(Qiagen) iJ y 2^\zr y'y 4 VfZo 9 A =^8 M urea. 0. 1 M NaHiPOi, 0.01 
MTris-HCl, pH 8.0T^i#-L. -i ^ Vy'- )\^mB.-^^.^ K^^^^fz^'i-j 7 r -X-^ 
mW\^tz^ik. 200 mM-f 5 ^y~;WAl5 ^r-T-m^x.iJ' >/^•^5'KS:^a^Lf^o ^ffi 

li59'=S:PD-10*9A (Amersham pharmacia biotech) KT^fy^ L^ 25 mM HEPES. 0.15 M 
NaCl. m.Z^Z^^-y7 7-^^LfZo m.^k^ y^^^^mWi^<0:i^y V y^'^y\±^ Trit 
on X-114^^V^TAida'bc7):§-^ (J. Immunol. Methods. 132. 191-195. 1990) ^—^15^: 

mi.fz]ik-r\,zm-r-^mziiy)w.^\^fzo m.^k^y-^-^^w^m.^K. mW:ihmn%K^j:^ 

id tCTriton X-114=SrJnx.T. 7Jc±"e30^. ZTCXIQ^^ y^a.^~ h Lfc^. 2000Xg 
. 25'C-C10^K^.H>b±?t«-IlIJRL3to ^<0±.m\ZWLWrm.mi)n%ti'j:^i.n\ZlTitonl-l 
U-^MkX. ±M<D^i^-^^^—m.^^^Lfzo PD-10*7A«-1% sodium deoxycholate 
■ei5fe^LT*7Art(^a^:^ K h^v'>=^|^*L/^^. yi^V ^ ^ y y ^ - (Pole) "C^^ 
y K h^'>>"Sr|^*L/c25 mM HEPES. 0.15 M NaCl. pH8.3lcMmL^c^, a^X-ChM-I^ 
^/f^^g^^iSrTy^'f Lr^^§FLrv^;S Triton X-1144-|^*L:^o ^>Kh^->>ig* 
^i^ Limulus amebocyte lysate assay (Biowhittacker) "CSO^LfCo V/'?^' RS^{± 
^ bovine serum albumin^;^ ^J' y^— YkZM^^X^ BCA protein assay reagent (Pierce 
) xm^X^fZo »$aLf;m3^x.ChM-I3^ >/-?:^®S:15%^;v-eSDS-PAGE=Sr=ffV^. GelCode Bl 



[0 0 6 1 1 
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uestain reagent (Pierce) ■C^'feL/^o 
[0 0 6 31 

<^^> y^-^^ M<^Sl)S-?kQEimmL, GelCode Bluestain r 

eagent (Pierce) X-m^^Ltzm^^M^ i^^-t (V->1 : ^^^TC-ft (- 2 mercaptoetha 
nol) . :M7t^t (+ 2 mercaptoethanol) ) o mMLtzmx-Cm-l^ y^-^^ 9. 

OSDS-PAGE<0^**lll4lC^-ro yj^i7'S.<D:^y F ^ ^'^Vlt^ti 

5 EU/mL/mg protein*illlr* <9 . afi:t±10-20 mg/L^«-e^o/^o JilBOChMlLt R C:^ 

^sfem; ^mx.ChM-iiJ' ^'^^•iJ'K^:^*^-^#■t*^^**■^tfe^^*^^'=« 
[o 0 6 4] 

m*96;?t^lx- htC3.000WwellOMt?^«L. ^<^m^ Jfll?t^#^TT'24I^K 
h bfw (STX:. C02:i?^T) o ^'^7 ji;V=S:i5fe^^. ^><r ^:iiR<^ChMlL(^#^ 
T> 10 ng/mL FGF-2. lOng/mL VEGF> lOng/mL HGF. 10% FBStr24B#^ (I1I5B - 5E) ^> L 
<{i48^H (laSA) . mU^m^X^fZo BrdU{i:^^IO*m<^3B#K^ M^'flXtJiit ^^/c 

o 

[0 0 6 5] 

<m^> ChMlL<^#ami-*J"r^DNA'^^ia«ffitt«:IlI5 H/Kt-o HSOAfi. ChMl 
hi)mmQ,s(D^mmm'i^^mk^^^Um-f^^t. Bti. ChMlL^-TIUVECscOFGF-2flJ^i^ 
J: ^ DNA-^^ ^ mmm^ miizmm-t^^t^ C\t. ChMlL^WECs ODNA-^^ =Sr PlWt" <^ 
Dfi. ChMlL75-'NHDFs<^DNA'^^=^RS«L'feV^^i:. Eli, ChMlL^W-BODNA-g-^ =gr 
^L'fev^Clfc^r^-to ^ti, ¥±&^£±:^ii<iM«r^L> r**J :5:tf r***J {i^ ^ h 
n-;i/ (if-i^;!/) ^izMi'^^'^M (**{4P < O.OU ***aP < 0.001 ) ^r/p-To 
[0 0 6 6] 

100//g/mL<^ChMlL{±t hm^BBP^^MB (human umbilical vein endothelial cells 
:HUVECs> Clonetics) tC:fett*FGF-2, VEGF. HGF. FBS>JK#fi*I*DNA'&^=Srl5tJ^^i-?P 

itifz (USB) o ChMlLlCj;^DNA^^OPl#ii'ft!l<^iflLl=f*lCT)!& (human dermal micro vas 
cular endothelial cells; HMVECs) X'iiMihftfz (I15C) o L^^L^^^'b. H hiail^ 
afl&-eab;& normal human dermal fibroblasts (NHDFs) , MRC-5 cells (normal lung fib 
roblasts) -Cit. iOO;«g/mL (^ChMlLl* J:^DNA^^<^ia«l±m^^tL>&;6^ofc (ll5D:5.t>* 
5E) o :iith<D;itT()-h. ChMlUiJflLWl*l&m#^6<Jt::DNA'g-^«:ffl.#-t*i:#x.«btLfc 

[0 0 6 71 

<y3^> 24;n:7'l^— h t-. Growth factor reduced Matrigel (Bee ton Dickinson) * 
320uL/'^7 j.;VTSnx.T, 37X:X-30^m^y^^^~V\^fZoEGU-2^ik (Clonetics) =SrEB 
M-2^*fe (Clonetics) Xl/SK^^\^fz^m^m^^X ^ 50,000 WmLOHUVECs^r-^tr^ia 
itrS?£«rPSiU^s:o ^JI^S^^te^lmL (SO.OOOli) t::i00, 25, 12.5 // g/mLOa.l5lx.ChMlL* 
;&V^{±/N*«;' 7 r- (25 mM HEPES, 0.15 M NaCl, pH8.3) ^iJU^X^ Growth factor reduc 

ed Matrigeir-3- h Lfzu:r:zfu-VK'y-r4 y^L. e^mmz^i^j^^^mmi^x 

^mir^BLfZo 
[0 0 6 8] 

<^:^> ChMlLi6«HUVECsO^M5^^tEE«-rS ^tiMS IC/j^f o Afi. 25 mM HEPES 
, O.lSMNaCl. pH8.3=l:, B {±ChMlL 100// g/mL^> C {iChMlL 25// g/mLSr. DtiChMlL 1 
2.5//g/mL<^%^=Sr, 7.^-)V/^-ii 100//m*^-to ChMlUi, HUVECs<OWM?^^^jSS 
-K^fi^J gE#-r -a i: 35* 55: o 7t o 
[0 0 6 9] 

<:)5-iS> jftll?rt&^J3aoil5fel6itt4l//g/mLOvitronectin (Sigma) "C^-f^V^-cT) 
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±Ji^J:UfTS^r3- h t/c:^T-9--f XSmmOtranswell (Coster) 'Srfflv^Ttro Jo ■t'S: 

L< {ilOng/mL<DFGF-2=&^tfW^600;.L-foj]nx./^o h <7)# ^ ^ ;V II 7 ^ ^ 

in endothelial cells : HUVECs. Clonetics) *^^«^ChMlL«ft 

50,OO0Wwelli:^^;2>J:^t::7'r^v^-<^-tei'«^^-° ^^^;if5^?^^n . 

f-Quick^fefS (DadeBehring) X'7>f;v^-«:^fef^. 

<^*>^ChMlL>6^™VECs<^Mjfe=&RE«-rS-i:^ia7 tl^-To Ali. Cl^lL^^ECsO 
VEGFtcM-r^^jfe^mW-r^- Bt±ChMlL*WECsOFGF-2l'^i-*®^*«K^Jfl 

Mi-^^^M^^-r (*{±P < 0.05, **fiP < 0.01) o 7t^*^<75^*. ChMlLt* J: OVEGF 
[0 0 7 1] 

<^.j^> 96;?t7'l^- > =^l;^g/niL<7)fibronectin (Sigma) > 1/i g/mL<^vitronectin (b 
igma) . l/zg/mL^^type I collagen (Sigma) h LYco 

4r tf PBS-T? ^T'n y ^-y iT^'^^fZo HUVECs =^ 1 , 000. OOO'fi/mLOitK-CJfQ.'/t ^ t * v^:^ 
^irMviL. calceinAM (Molecular Probes) -em^^-<;v L/Co aSS^^^^^. 100. 00 
0>I@/wellh^^-5.J:^lc^'^-;Vii«U 100;zg/mL c^^^tc^ ^ i J J^^1L*« b 

[0 0 7 2] _ 

<^^> HIS tCChMlL;&™^Cs<?)vitronectinlC*j"r^^*=SrI5a#i"'i>^ ^=^^]^o # 

J4P < 0 01) o ChMlLtc;J; J9HUVECs<?)vitronectint::*]-t'^^*l?a#:^^iS^^ tt/io 
fibronectin, type I collagen^i^tt ^^«titif^#{i^ ^^-'^^^^^ ;f ^^^^V^^m 
Lfivi tronect in^i^l" ^ ^fl^O^* ^ Ml" S CI ^ lb i: ^ o 

o^o $^ti> vitronectinti, Integrina v fc^^-T^ ^ t^^'^'btLXV^^^ J::*^ 

ChMlUivitronectiniilntegrinav ^iiiOffillfPM^WJ^^- ^^^^^J^J^^^^ 
„ ttz. ChMlL^^Integrinav^iiiii^^bT. ^0?g14=SrfiJ^-r ^ ^ t H i «9 iflllfif^ 

[0 0 7 3] 

<^i*> «^^<7)|^*f{4. flow cytometertci D »<^DNAfi*^- -T* ^ C 
icioT^To/Co «{4M^-G1^-S«-G2«3- (M^) t ^lUWlC^tr LTV^ < /c*, D 
WA^m^^^i^^-^'^'^^^^^^^^^^^^-^^^^*'"^^'^^^^ HUVECs«:10 cm di 
sMn.000,000 Wi7^^<^iSKt?^«U lflL?t#^«TT'24^^^>^^-^- 
hLfc (37"C. C02:j?«T) o ^W^. 100 g/niL<^ChMlL<o:fip^T, EGM-2^m-e24^ra 
. m=^$iML/Co Triton-XlOO, RNase-C^Jit^iatSU/c^. PI (propidium iodide) 1? 
^'fe^^T^*^ flow cytometerlCi Ij^^^fxo^o 

<^^>^LM-2^^<^<J5^T-flJ^L7t^^ (S9A) tJfc-^r. EGM-2^Sfe^ <t t^ChMlL-C 
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^ mECsiiCmiL<Oi^mi^i^^BMmM<OGm-C'W±-t^^tibm^^fifz (G1 arrest) 

O 

[0 0 7 5] 

LmmmiO] J!SL^\^l&mmi^islf:i,-^hVy^:^M^uz/'tiTT-'^ (MMPs) 

- h L/C (37^^ C02:i¥^T) o mmk. lOOyu g/mLOChMlL(^^:i£T> ^ L < lil 

0 ng/mL TNF-at?24^K. «9J!a«r$!l^L/Co Total RNAJiRNeasy Mini Kit (Qiagen) isX 
OTDNase I^fflV^tTttttlb. Omniscript RT Kit (Qiagen) 'Srffi V^/c^t^^SJSt- J: <9 cDNA 
^Sr-^^L/Co real-time PCR{±. -t >X ■7°7 ^ v-, T;'f"-fe>';^7''7-f V'-=Sr-?-tL-P:JxO 
.1//M. 5;/L<^2XSYBR Green PGR Master Mix (Applied Biosystems) , 2;w LOcDNA=£r-^ 

trmmiOfiLoKBm^^n^ito Rm^^tLxit. d (95'ct?i5#ra) > 2) 

<^^fifi. ±iipl$^/iPCRS% (-«DNA) tC^^L/cSYBR Green<^^5fev'^5^:^^^3^j^=l: 

pcR-^f-Y ^ )i^mii'Bm^iizm^L. ■^-f ^ ;i/ifctc^-r^pcR»oiiiiiifflm^f^^t^s 

Threshold cycle (Ct) -fit'Sr^^ffl-t-S i J: fi^ o Tto l*lS|5SriX'*^18Sli*«H-Starg 
et mRNA Offi^W^&f&^fifi. th»3S:2- (ta-^aeto c t -iss*^ c t ) j- ij^tUtTto 
[0 0 7 6] 

<^:^> MMP-2. MTl-MMP ymk(D^'^\Z-D\,^X'mm\^fZo Hll 0 J::ChMlL<^HUVECsiCi3 
tt*"^ > V vi7 7.^9^:lrfUTr-^<r>vmk(r>^Wi'n-t^^^^'m•to AtiChMlLj&sMMP 
-2 mRNAOlnl^^ WJ-f-?. ^ t =Sr. B (iChMlLy&Wl-MMP inRNA<7)5^^^»i1-;& CI t ^^i" 

(*ti, P < 0.05, **{±P < 0.01) Sr^f o 
10 0 7 7) 

■?-<7)|t*, *$IJiS[> TNF-af!l^(7)V^-f tLt-:feV^T^)ChMlLlC i >?MMP-2. MTl-MMP mRNAO 

^m^mif^h^-tz (HI oAs.t;'^! ob) o )m-2}iws-mm^mmM\^'^<'mi^^^ 
t?*i9, ^;gm<^^M^^-e2b;5>ivM='7-<5^>'^^<^j^-rSo t/c, m-MMP(±^ia 

m-t-emi^#MMP-2^f&mbMOMMPtC^J^i-^/itfC^: < . g ^jM^v h V y 
tl-t-So t/sT/^^'oT. 4-|Q](^ChMlL<^'f^ffltC i I9MMP-2. MTl-MMP niRNAOf|3^;5*PPM$tt;t 
jg* {± . JflWif ^ 0 1^ O^lgl^fiSi:^ ^ ZmLiimm -r -S H Ig^ =S:^I^LTV>^o 
[0 0 7 81 

[^iSM 1 1 ] FGF-2M^^ > >^Jfd.l=«f^* II It ^ in vivoJflL^ff^Pl*^^ 

<:^m> ChMlL<^in vivo-COJfia.l=if^^fllfPffl=^FGF-2^|&:^ jj^:^ >^lfll^ff^^7';V 
(Br J Pharmacol. 2000. 399. 2-3. 233-237) =Srffi V^-C^ft L/Co M^Sd^ y Y (7 51 
-^) tCCircular sponge disk (5 mm thick X 15 mm diameter) iW^M&TK^ML. 
SBid^iblBlllISHra, hai^x.FGF-2 (500ng/50;/ L/site) =S: sponged JCi^-^ L T 
fk^^^imMLfZo ChMlL (5;/g/50uL/site) fi 1 B 1 EI 3 B Pa^spongeF*3iCig#L:to 4 
B BOsponge:S.tf®ia^=Sr^imL, ^ 8111^:5. l/M^^ 6«J ^: ^ft «r Li^Co 
[0 0 7 91 

[0 0 8 01 

[Mmm 1 2 ] St-taM^PPfttlf^ffi <^»*f (M-CSF^S#6«J^:#a"^ iJ' n 7 T - 
^ffiv%7t:^ft) 
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<1j^> M-CSF (Macrophage colony stimulating factor) 'K^'I±<^#i|-7j^ n 7 r 
-"J^m^'^fzm.'WBmommi. W^h<D^m a BIoI Chem. 2000 Feb 18; 275 (7): 4858-6 
4.) ^-laS^^tT^i&L/io 7-8il^(^iiddY-r>j7 7. {B^:^:^^)\^'y~) (Dim^^xf 
M'ti '5#il«=Sr^»)mL> f5^«'Sr>'N*-;^ h L/^^> a-MEM. 10% FBS, 100 ng/mL 

Mil-CSF (Pepro-Tech EC Ltd) «-^tr^*T?:^?gL> 2 mmft^^^'fi'V^ M-CSF-JK^^ 

:i.)VX-m^^^. mmm^ik i^m^U^^) lOO ng/mL H hM-CSF. 50 ng/mL t 
h sRAMa.(nr?#14RANK ligand, Pepro-Tech EC Ltd) :5.(y*^ChMlL«b ^ V^{±ChM-I^» Li^Co 

^Bmzm^mw^'&.y^:^yri^-^ (trap) ^-fe^rsffoTto 

[0 0 8 1 1 

<^*> ChMlL2g.t>XhM-I{i> TRAP^ti<^gt#m<^Mi&P^tciqi$y L/i (H 1 2 ) 

o 

[0 0 8 2] 

<:^ift> 9-10ii^<7)4iddY-7.>;^ (B2|s:j:;^3i;Vv-) 0:^M#25.<y^^M« J: <9 
J3&=Sr^i9mL^ *ifll^^/N'-y^ hLfcf^^ a-MEM. 10% FBS^-^tr^^tcM^ 48"^^ 
J\^'fV-yKm,00m/t7:^ri^-^U^^^. 2Anm^k\Z. 1.25(0H)2D3:5.t>XhMlL*SV^ 
tiChM-I«r^*nL7to 8B^lc:TRAPIfe'fe=J-^f o^o 
[0 0 8 3] 

< HI 1 3 tcChMlL25.t>ThM-I;6^ -tMlfe^i^ <^^#aife?^^ "km^-f ^ ^ t =^ 
^■fo A{il,25(0H)2D3 (10-^ M) + Vehicle^ B (il, 25(0H)2D3 (10"^ M) + ChMlL 10 fig/ 
mL. C{±1,25(0H)2D3 (iO'^M) + ChMlL 100 y«g/mL. D {±1, 25(0H)2D3 (10"^ M) + ChM-I 
10 fig/vL. E}il,25(0H)2D3 (lO'^M) + ChM-I 25 ;/g/mL*^-fo f^^. ChMlL:S.t;fChM-I 

{i. 'mp^'\3L<DWi'^mu<r>^^-^mm^^nm\^fz (ni 3) o 

[0 0 8 4] 

[in 1 ] ^S^^JJSChMlLOWestern blot?£tC i «9 J^ffi L/^^*=^^i-o 
[Hi 2] :S'-6KxMChMlL<75ffi^i§^<^#®:9^-eSDS-PAGE=^^Jfeb> GelCode Bluestain r 
eagent (Pierce) T-^'feLfc^:^: (A) . QMlhtmk-KDmm^fD&M. (B) ^^"T 

O 

[0 31 fflMLfcm^^x-ChMlL^ >^N'^'®<^SDS-PAGE=gr||ifeL> GelCode Bluestain r 
eagent (Pierce) -C^-fe Lfc^z^^^f o 

[1114] »ML7tai^x.ChM-I^ >/N-iJ'®OSDS-PAGE=Sr^ifebs GelCode Bluestain r 
eagent (Pierce) tr^'fe. L7t|§:^=Sr:^i"o 

[III5] cmiL<o^mmm.Kn-t^mk^WLm.m^^^^'ro 

[me] ChMlL7&5HUVECs<Ol=i65g^=£rgi#-t^C:t ^^-fo 

[117] cm\Limmcs(Dm^-^m.%-t^^h^7^iro 

[m 8 1 ChMlL:i&WECsOvitronectintcM1-'2>^*^gS#-r'5> C h ^m^to 

im 9 ] Cm\LimmZs(Omm^'kGm'Q^it^^^ igr^i- (a : 25 mM HEPES. 

0.15 M NaCl. pH8.3> B : ChMlL 100//g/mL) o 

[mi 0] ChMlL<:OHUVECs(Ci3tt'5 b U yiJ';^;^ ^'O'T'nx T--lf OmRNAOHPtC 

[gll 1] ChMlL*«FGF-2M^^^ll?^^^T';VJC;fev*Tin vivQ-CifiLWief ^ «r laWi" 
<5 C t ^Jr^i" (A : 25 mM HEPES, 0.15 M NaCl, pH8.3> B : ChMlL 100//g/mL) o 

[m 1 2 ] ChMlL^tt;fChM-l36*. M-CSF'6S:i¥tt#a'7 uy r -V-fy-h (r>m^mm(r>m 
l$u^nm-ti>^ti^1r (A: M-CSF 100 ng/mU B: M-CSF 100 ng/mL + RAML 50 ng 
/mL + Vehicle. C: M-CSF 100 ng/mL + RAML 50 ng/mL + ChMlL 10 ;ug/mL. D: M-C 
SF 100 ng/mL + RAML 50 ng/mL + ChMlL 100 fi g/mU E: M-CSF 100 ng/mL + RANKL 

50 ng/mL + ChM-I 10 ^ g/mU F: M-CSF 100 ng/mL + RANKL 50 ng/mL + ChM-I 25 
/ig/mL) o 
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[013] chMiL:5.?/chM-i^^ '^wm^h<Dmwmmw^'^^nm-r^^t^m-t ( 

A: 1.25(0H)2D3(l0-« M) + Vehicle. B: 1. 25(0H)2D3 (lO'^ M) + ChMlL 10 ;c/g/mL. 
C: 1.25(0H)2D3 (lO-^M) + ChMlL 100 /zg/mL, D: 1. 25 (OH) 2 Da (10" ^ M) + ChM-I 10 
MS/taL. E: 1,25(0H)2D3 (10" «M) + ChM-I 25 //g/oL) o 
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SEQUENCE LISTING 
<110> Teij in Pharma Limited 
<120> New Secretory Protein 
<130> P37138 
<160> 9 

<170> Patentin version 3. 1 

<210> 1 

<211> 978 

<212> DNA 

<213> human 

<220> 

<221> CDS 

<222> (1)..(978) 
<223> 



<400> 1 

atg gca aag aat cct cca gag aat tgt gaa gac tgt cac att eta aat 
Met Ala Lys Asn Pro Pro Glu Asn Cys Glu Asp Cys His He Leu Asn 
15 10 15 

gca gaa get ttt aaa tec aag aaa ata tgt aaa tea ett aag att tgt 
Ala Glu Ala Phe Lys Ser Lys Lys He Cys Lys Ser Leu Lys He Cys 
20 25 30 

gga ctg gtg ttt ggt ate etg gee eta act eta att gte ctg ttt tgg 
Gly Leu Val Phe Gly He Leu Ala Leu Thr Leu He Val Leu Phe Trp 
35 40 45 

ggg age aag cac tte tgg ccg gag gta cec aaa aaa gee tat gac atg 
Gly Ser Lys His Phe Trp Pro Glu Val Pro Lys Lys Ala Tyr Asp Met 
50 55 60 

gag cac act tte tac age aat gga gag aag aag aag att tac atg gaa 
Glu His Thr Phe Tyr Ser Asn Gly Glu Lys Lys Lys He Tyr Met Glu 
65 70 75 80 

att gat ect gtg ace aga act gaa ata tte aga age gga aat ggc act 
He Asp Pro Val Thr Arg Thr Glu He Phe Arg Ser Gly Asn Gly Thr 
85 90 95 



48 



96 



144 



192 



240 



288 



336 



gat gaa aca ttg gaa gta cac gac ttt aaa aae gga tac act ggc ate 
Asp Glu Thr Leu Glu Val His Asp Phe Lys Asn Gly Tyr Thr Gly He 
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100 105 110 

tac ttc gtg ggt ctt caa aaa tgt ttt ate aaa act cag att aaa gtg 384 
Tyr Phe Val Gly Leu Gin Lys Cys Phe He Lys Thr Gin He Lys Val 
115 120 125 

att cct gaa ttt tct gaa cca gaa gag gaa ata gat gag aat gaa gaa 432 
He Pro Glu Phe Ser Glu Pro Glu Glu Glu He Asp Glu Asn Glu Glu 
130 135 140 

att acc aca act ttc ttt gaa cag tea gtg att tgg gtc cca gca gaa 480 
He Thr Thr Thr Phe Phe Glu Gin Ser Val He Trp Val Pro Ala Glu 
145 150 155 160 

aag cct att gaa aac cga gat ttt ctt aaa aat tec aaa att ctg gag 528 
Lys Pro He Glu Asn Arg Asp Phe Leu Lys Asn Ser Lys He Leu Glu 
165 170 175 

att tgt gat aac gtg acc atg tat tgg ate aat ccc act eta ata tea 576 
He Cys Asp Asn Val Thr Met Tyr Trp He Asn Pro Thr Leu He Ser 
180 185 190 

gtt tct gag tta caa gae ttt gag gag gag gga gaa gat ctt cae ttt 624 
Val Ser Glu Leu Gin Asp Phe Glu Glu Glu Gly Glu Asp Leu His Phe 
195 200 205 

cct gee aac gaa aaa aaa ggg att gaa caa aat gaa cag tgg gtg gtc 672 
Pro Ala Asn Glu Lys Lys Gly He Glu Gin Asn Glu Gin Trp Val Val 
210 215 220 

cct caa gtg aaa gta gag aag acc cgt cac gcc aga caa gca agt gag 720 
Pro Gin Val Lys Val Glu Lys Thr Arg His Ala Arg Gin Ala Ser Glu 
225 230 235 240 

gaa gaa ctt cca ata aat gac tat act gaa aat gga ata gaa ttt gat 768 
Glu Glu Leu Pro He Asn Asp Tyr Thr Glu Asn Gly He Glu Phe Asp 
245 250 255 

ccc atg ctg gat gag aga ggt tat tgt tgt att tac tgc cgt cga ggc 816 
Pro Met Leu Asp Glu Arg Gly Tyr Cys Cys He Tyr Cys Arg Arg Gly 
260 265 270 

aac cgc tat tgc cge cgc gtc tgt gaa cct tta eta ^e tac tac cca 864 
Asn Arg Tyr Cys Arg Arg Val Cys Glu Pro Leu Leu Gly Tyr Tyr Pro 
275 280 285 

tat cca tac tgc tac caa gga gga cga gtc ate tgt cgt gtc ate atg 912 
Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg Val He Cys Arg Val He Met 
290 295 300 
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cct tgt aac tgg tgg gtg gcc cgc atg ctg ggg agg gtc gac tac aaa 
Pro Cys Asn Trp Trp Val Ala Arg Met Leu Gly Arg Val Asp Tyr Lys 
305 310 315 320 

gac gat gac gac aag tga 
Asp Asp Asp Asp Lys 
325 



<210> 2 

<211> 325 

<212> PRT 

<213> human 

<400> 2 

Met Ala Lys Asn Pro Pro Glu Asn Cys Glu Asp Cys His He Leu Asn 
15 10 15 



Ala Glu Ala Phe Lys Ser Lys Lys He Cys Lys Ser Leu Lys He Cys 
20 25 30 



Gly Leu Val Phe Gly He Leu Ala Leu Thr Leu He Val Leu Phe Trp 
35 40 45 



Gly Ser Lys His Phe Trp Pro Glu Val Pro Lys Lys Ala Tyr Asp Met 
50 55 60 



Glu His Thr Phe Tyr Ser Asn Gly Glu Lys Lys Lys He Tyr Met Glu 
65 70 75 80 



He Asp Pro Val Thr Arg Thr Glu He Phe Arg Ser Gly Asn Gly Thr 
85 90 95 



Asp Glu Thr Leu Glu Val His Asp Phe Lys Asn Gly Tyr Thr Gly He 
100 105 110 



Tyr Phe Val Gly Uu Gin Lys Cys Phe He Lys Thr Gin He Lys Val 
115 120 125 



960 



978 



He Pro Glu Phe Ser Glu Pro Glu Glu Glu He Asp Glu Asn Glu Glu 
130 135 140 
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He Thr Thr Thr Phe Phe Glu Gin Ser Val He Trp Val Pro Ala Glu 
145 150 155 160 



Lys Pro He Glu Asn Arg Asp Phe Leu Lys Asn Ser Lys He Leu Glu 
165 170 175 



He Cys Asp Asn Val Thr Met Tyr Trp He Asn Pro Thr Leu He Ser 
180 185 190 



Val Ser Glu Leu Gin Asp Phe Glu Glu Glu Gly Glu Asp Leu His Phe 
195 200 205 



Pro Ala Asn Glu Lys Lys Gly He Glu Gin Asn Glu Gin Trp Val Val 
210 215 220 



Pro Gin Val Lys Val Glu Lys Thr Arg His Ala Arg Gin Ala Ser Glu 
225 230 235 240 



Glu Glu Leu Pro He Asn Asp Tyr Thr Glu Asn Gly He Glu Phe Asp 
245 250 255 



Pro Met Leu Asp Glu Arg Gly Tyr Cys Cys He Tyr Cys Arg Arg Gly 
260 265 270 



Asn Arg Tyr Cys Arg Arg Val Cys Glu Pro Leu Leu Gly Tyr Tyr Pro 
275 280 285 



Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg Val He Cys Arg Val He Met 
290 295 300 



Pro Cys Asn Trp Trp Val Ala Arg Met Leu Gly Arg Val Asp Tyr Lys 
305 310 315 320 



Asp Asp Asp Asp Lys 
325 
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<210> 3 

<2n> 246 

<212> DNA 

<213> human 

<220> 

<221> CDS 
<222> (1)..(246) 
<223> 

<400> 3 

caa gca agt gag gaa gaa ctt cca ata aat gac tat act gaa aat gga 48 
Gin Ala Ser Glu Glu Glu Leu Pro He Asn Asp Tyr Thr Glu Asn Gly 
15 10 15 

ata gaa ttt gat ccc atg ctg gat gag aga ggt tat tgt tgt att tac 96 
He Glu Phe Asp Pro Met Leu Asp Glu Arg Gly Tyr Cys Cys He Tyr 
20 25 30 

tgc cgt cga ggc aac cgc tat tgc cgc cgc gtc tgt gaa cct tta eta 144 
Cys Arg Arg Gly Asn Arg Tyr Cys Arg Arg Val Cys Glu Pro Leu Leu 
35 40 45 

ggc tac tac cca tat cca tac tgc tac caa gga gga cga gtc ate tgt 192 
Gly Tyr Tyr Pro Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg Val He Cys 
50 55 60 

cgt gtc ate atg cct tgt aac tgg tgg gtg gee cgc atg ctg ggg agg 240 
Arg Val He Met Pro Cys Asn Trp Trp Val Ala Arg Met Leu Gly Arg 
65 70 75 80 

gtc taa 246 
Val 



<210> 4 

<211> 81 

<212> PRT 

<213> human 

<400> 4 

Gin Ala Ser Glu Glu Glu Leu Pro He Asn Asp Tyr TTir Glu Asn Gly 
15 10 15 



He Glu Phe Asp Pro Met Leu Asp Glu Arg Gly Tyr Cys Cys He Tyr 
20 25 30 
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Cys Arg Arg Gly Asn Arg Tyr Cys Arg Arg Val Cys Glu Pro Leu Leu 
35 40 45 



Gly Tyr Tyr Pro Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg Val He Cys 
50 55 60 



Arg Val He Met Pro Cys Asn Trp Trp Val Ala Arg Met Leu Gly Arg 
65 70 75 80 



Val 



<210> 5 

<211> 303 

<212> DNA 

<213> human 

<220> 

<221> CDS 
<222> (1) . . (303) 
<223> 

<400> 5 

atg cac cat cat cat cat cat gat ate gac tac aaa gac gat gac gac 48 
Met His His His His His His Asp He Asp Tyr Lys Asp Asp Asp Asp 
15 10 15 

aag teg cga caa gca agt gag gaa gaa ctt cca ata aat gac tat act 96 
Lys Ser Arg Gin Ala Ser Glu Glu Glu Leu Pro He Asn Asp Tyr Thr 
20 25 30 

gaa aat gga ata gaa ttt gat ccc atg ctg gat gag aga ggt tat tgt 144 
Glu Asn Gly He Glu Phe Asp Pro Met Leu Asp Glu Arg Gly Tyr Cys 
35 40 45 

tgt att tac tgc cgt cga ggc aac cgc tat tgc cgc cgc gtc tgt gaa 192 
Cys He Tyr Cys Arg Arg Gly Asn Arg Tyr Cys Arg Arg Val Cys Glu 
50 55 60 

cct tta eta ggc tac tac cca tat cca tac tgc tac caa gga gga cga 240 
Pro Leu Leu Gly Tyr Tyr Pro Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg 
65 70 75 80 

gtc ate tgt cgt gtc ate atg cct tgt aac tgg tgg gtg gee cgc atg 288 
Val He Cys Arg Val He Met Pro Cys Asn Trp Trp Val Ala Arg Met 
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85 90 95 



ctg ggg agg gtc taa 
Leu Gly Arg Val 
100 



<210> 6 

<211> 100 

<212> PRT 

<213> human 



<400> 6 

Met His His His His His His Asp He Asp Tyr Lys Asp Asp Asp Asp 
15 10 15 



Lys Ser Arg Gin Ala Ser Glu Glu Glu Leu Pro He Asn Asp Tyr Thr 
20 25 30 



Glu Asn Gly He Glu Phe Asp Pro Met Leu Asp Glu Arg Gly Tyr Cys 
35 40 45 



Cys He Tyr Cys Arg Arg Gly Asn Arg Tyr Cys Arg Arg Val Cys Glu 
50 55 60 



Pro Leu Leu Gly Tyr Tyr Pro Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg 
65 70 75 80 



Val He Cys Arg Val He Met Pro Cys Asn Trp Trp Val Ala Arg Met 
85 90 .95 



Leu Gly Arg Val 
100 



<210> 


7 


<211> 


420 


<212> 


DMA 


<213> 


human 


<220> 




<221> 


CDS 


<222> 


(1).. 



303 
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<223> 
<400> 7 

atg cac cat cat cat cat cat gat ate gac tac aaa gac gat gac gac 48 
Met His His His His His His Asp He Asp Tyr Lys Asp Asp Asp Asp 
15 10 15 

aag teg cga gaa gtg gta aga aaa att gtt cca act acc aca aaa aga 96 
Lys Ser Arg GIu Val Val Arg Lys He Val Pro Thr Thr Thr Lys Arg 
20 25 30 

cca cac agt gga cca egg age aac cca gge get gga aga etg aat aat 144 
Pro His Ser Gly Pro Arg Ser Asn Pro Gly Ala Gly Arg Leu Asn Asn 
35 40 45 

gaa ace aga cec agt gtt caa gag gac tea caa gee ttc aat cet gat 192 
Glu Thr Arg Pro Ser Val Gin Glu Asp Ser Gin Ala Phe Asn Pro Asp 
50 55 60 

aat ect tat cat cag cag gaa ggg gaa age atg aca ttc gac cet aga 240 
Asn Pro Tyr His Gin Gin Glu Gly Glu Ser Met Thr Phe Asp Pro Arg 
65 70 75 80 

etg gat cac gaa gga ate tgt tgt ata gaa tgt agg egg age tac ace 288 
Leu Asp His Glu Gly He Cys Cys He Glu Cys Arg Arg Ser Tyr Thr 
85 90 95 

cac tge cag aag ate tgt gaa cec etg ggg gge tat tac cca tgg cet 336 
His Cys Gin Lys He Cys Glu Pro Leu Gly Gly Tyr Tyr Pro Trp Pro 
100 105 110 

tat aat tat caa gge tgc cgt teg gee tge aga gte ate atg cca tgt 384 
Tyr Asn Tyr Gin Gly Cys Arg Ser Ala Cys Arg Val He Met Pro Cys 
115 120 125 

age tgg tgg gtg gee cgt ate ttg gge atg gtg tga 420 
Ser Trp Trp Val Ala Arg He Leu Gly Met Val 
130 135 



<210> 8 

<211> 139 

<212> PRT 

<213> human 

<400> 8 

Met His His His His His His Asp He Asp Tyr Lys Asp Asp Asp Asp 
15 10 15 
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Lys Ser Arg Glu Val Val Arg Lys He Val Pro Thr Thr Thr Lys Arg 
20 25 30 



Pro His Ser Gly Pro Arg Ser Asn Pro Gly Ala Gly Arg Leu Asn Asn 
35 40 45 



Glu Thr Arg Pro Ser Val Gin Glu Asp Ser Gin Ala Phe Asn Pro Asp 
50 55 60 



Asn Pro Tyr His Gin Gin Glu Gly Glu Ser Met Thr Phe Asp Pro Arg 
65 70 75 80 



Leu Asp His Glu Gly He Cys Cys He Glu Cys Arg Arg Ser Tyr Thr 
85 90 95 



His Cys Gin Lys He Cys Glu Pro Leu Gly Gly Tyr Tyr Pro Trp Pro 
100 105 110 



Tyr Asn Tyr Gin Gly Cys Arg Ser Ala Cys Arg Val He Met Pro Cys 
115 120 125 



Ser Trp Trp Val Ala Arg He Leu Gly Met Val 
130 135 



<210> 9 

<211> 80 

<212> PRT 

<213> human 

<400> 9 

Ala Ser Glu Glu Glu Leu Pro He Asn Asp Tyr Thr Glu Asn Gly He 
15 10 15 



Glu Phe Asp Pro Met Leu Asp Glu Arg Gly Tyr Cys Cys He Tyr Cys 
20 25 30 



Arg Arg Gly Asn Arg Tyr Cys Arg Arg Val Cys Glu Pro Leu Leu Gly 
35 40 45 
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Tyr Tyr Pro Tyr Pro Tyr Cys Tyr Gin Gly Gly Arg Val He Cys Arg 
50 55 60 



Val He Met Pro Cys Asn Trp Trp Val Ala Arg Met Leu Gly Arg Val 
65 70 75 80 
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HEPES ChMI L 1 00|ig/mL 




ChM1L25|j.g/mL ChMIL 12.5|ig/mL 



ffiSE# 2004-3105709 



#M 2003-360617 ^->^: 7/ 

[117] 




ChM1L(|ig/inL) - - 100 10 1 ChM1L(|ig/lmL) - - 100 10 1 
VEGF - + + + + FGP-2 - + + + + 

[US] 




ChMIL -+- + - + 



vitronectin fibronectln collagen I BSA 

miE#2 004-3105709 



mm. 2003-360617 



^-v : 8/ 



[11191 



EGM-2/HEPES 



O 
O 



o 

m 

r 

58 



24hr 






G1 59.94% 




S 10.94% 




G2/M 29.12% 


G1 


1 G2/M 




1 S A 



B 



EGM-2/ChM1L 



8: 



24hr 



G1 



01 74.68% 
S 6.00% 
07M 19.32% 

G2/M 



n il l i' ^ ' l" ' " ' ? ^ " ■ !*"'' 



DMA content 



^0 400 600 800 1000 

DNA content 



[^10] 




aifE# 2004-3105709 




miE#2 004-3105709 




mi 2] 



#M 2003-360617 



10/ 



B 

O 
O 

T- 

LL 

u 



c o 

O lO 

.7 ^ 

^ Z •ss 

9 flo 
s + + 

■ ■ 



O) C 53. 

«= O o 
o w " 

2 -J -I 
i*; ;= 

U- Z 5 

0) < s 
S + + 



-I E 

^ 2> =1. 

Cog 
o «> ?! 



CO 

9a: 

S 4- 



< 



+ 



If" 

o «« O 

O _J T- 

r ^ ~ 

u- z s 
CO < 2 

9ko 
s + + 

■ ■ 

111 



c o ^ 
o w 

O _J CM 

iis: -T 
u. z s 

« < £ 
9 o: o 
s + + 



is 




mfE#2 004-3105709 



#M 2003-360617 



^--J : 11/E 





ttiiE#2 004-3105709 



#111 2003-360617 



^--J : i/E 



mm 

K\zt^xm^. PISV-^v^, ^J^ttPfpiS, M14Jffi^^<^5^m<^?&«l^«iJ^i^=^M'fe 



WiE#2 004-3105709 




003-360617 

ta m A m. m m ^ 



l/E 



ft m 
ft ^ 



[503369495] 
2003^^10.^ 80 



1-^ 



aiiE#-^ ttiiE#2 004-3105709 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations^f the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
-QTfADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

^ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



